
en oint en cme would have tm ask. 

R. SON : To in 

y Phase II win 



delaye the ~ru~ess? 

R. 

VP1 fos w knew was activ et me 

erha a MU r 0 cyclu we 

ctive, an 

staff of it to ~ete~~i 

aitin ur Phas I Winnow ata 

idn" t wait; we only ~a~~ so 

~rt~~ities t;o se III. so I 

ouJ_d restate it and s think it ha 

0 P III In 

cases the rea 0 so ma hase 

tric onto 

. . Yes, ree with you; 

I ta that we 

as a~~e~erate~ 

the rucess l but I t we 

also ha acted on it. 

Okay I 

1 have several -pxints, uck 
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GoJtman' fected Q~t~Q~e? That 

is an easy uestion to as ut a very hard uestion 

to a~~w~~ ecause every P ow is 

If you e four Qr five or ten 

trials, there may e no ut ane trial 

re could have een a 0 it 

i z;iestion to ans 

nu ers f at ~a~ cx may not 

on"t err; I 

0 it is uite bar 

e can't do or th "42. 

at you brou ht up is the 

~~estiu~ of 

that is one thin that wit ome 

sion is mm33 likely 

le-agent Phas an it is 

egun 

y that we Irnaw is a 

~W~~~ Sar~Q~a or 

o~te~~a~~~~a~ so that" come fro several 

trials * 

ird point, an one that Z thank Steve 



or 

Wi 

relapse 

oint we made in that was t 

ese issues are the 

The effectivene 

tu the ef fe~tive~es 

therapy * arents know a out cancer t~~at~~~t and axe 

etter able to assess whetter they want to 

Erie"s point, e are t~~urs that 

have come of our Kiowa 

ey are for the 

clone that we most wa ill an t want to 

entify active agents. 

future, a erha 

makin er use of t 

relapses an ents in that 

ase Sett~~~~ 

~efur~ ing to a more 

t&era er of 

c . * 

ueation because I want to ke sure we stay on time. 
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so we WilJ let 

ke 

on"t think woul even i we are 

nQw decidin the has IX Ix ant Wi~~UWS 

e a good thin 

e he use retinoic aci 

that caky of these bioXo WUrk est in 

settin of minimal re ual ease * so to use them 

~~~r~~t f when you f ve ot disease from head to toe, 

r-0 y isn"t the b way to a 

iologic agents way* 

IR * e usan, one last ~~~~~~t 

ox question? 

It. R: 1 ha the ious 

in that ~~~se~s~s panel, 

as you escribe it, a nu er of years aga. It cures 

as nc~ surprise that the arents at St. 3ude, with U2e 

ind 0 loosest for that we ha not 

artici uw trials fur new 

patients, for newl.y- 

is really give it t est shot you" ve 



gut, an a Phase II wind0 trial is not exactly 

to t 

y question also extends to Drs. Smit 

and that is that it wa 

fro this ane at this r set 0 

to ju e and decide on hase II 

uw trials in general, I: w~~der~ 

our 

oday an 

that? 

Ix?* think, efer 

t until. after the reak, av very 

estion waist I a~ta~a will Qse 

to the anel, to 

c s : ell, 

will take a 10 -- you want to 

stion i 

ell, just 0 address ~~~a~~~ 

ante has really ed 

T win 

of the info 

contain aILl af those t 

Nmse II studies that have 
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ase II window een smald.., uite 

since the ~eeti~~. ere have een some. 

ave canfor to the ~~idel~~es 

II win 

sume 0 

eline as ~~~~ as possi I thin 

where we are 

it the informed consent ruces 

ith that, inute 

k reset@ alf utgrc so 

reliev then WE? will get tax-ted an 

oing matter'we~t off 

n the IL+-ecord at 

an 

. * kay I let93 

e can inaLLy get to scme advice 

on the question that they i3VE-2 ed, 

uestions for us. 

or the ublic reccx hat I will 

. 
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I il read the brief intro 

uestion, an then we 

and Dr. Rackoff to ~~~~~~t~ 0 it is 

r* is goin 

an e will have a ublic 

e will mOve on to 

t 8 to three, to four, and ckoff will corn 

a he en nd give I.2 an uv W 

kay? 

0 the irst i Lh 

t relates that, ~~~~e 

for Phase 

dies in chifdren wi t~tuxics is to 

adr~lt ~a"xi~ally-tul~~ated 

s to be more heavil 

than 

caky ~~w~~ t 

tEle bagger that 
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othe first 

use in adult ased QM the 

? what 

les Should b nin 

c~ildre~~ For example, shoul the startin ea 

ose, as tcricaXLy has 

s of study de 

eter? 

SQN : I wil1, pref ce this by 

in trie tians that 

ome of the co 

ht be. s you will see from t 

n mcxe success on certain act ess on 

ut it, 1 serve as a 

oint for iSCUSSiOn* 

So here are my w y of restatin 

'she first one t at we are goix~ to tal 

hase I desi II issuesf 0 iDlOgiC 

I an then we wil get to the fol~owi three. I 

will urn u then turn it ove 



about the i ortance that we face in 

so the first Phase I design, 

ose, how is thi 

oing tu i act iatric I t 

e are oing to face, if we try to 

risk to be ccc le. for ~~k~~~a 

ettin oin 

pretty the bone 

rru 

that for soft tissue turn 

e going to et into a more ifficult area in 

Qr r to obtain ti ~~t~~at~~y~ we 

left as Eric f of : re w 

ot cnly is 

it i orta~t to kno 

-point, but what is t ecificity 0 ? 

cute often than not t 
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533 the mere fact that 

one en not 

~~a~~~~f~~ end- oint to expiain the iologic effect af 

n many re ectsl the ~~~~~~~~a~~~ 

in itors are a good exa 

activity 

I foresee that e are going to be ~~~~~ 

aften than n0t, 

is case the f this is 

that by tar osure, it i reaH.y in endent 

for the tar 

In ome re ects it may what tll 

is correlate with an effectf 

an dampers become, we do ft always or we rarely 

kna the correlation lasma 

e ~~a~~~e is ante the 

we a~~~~e that t 



act startin ose? x 

we were ~~~t~~at~ encm h to have d 

may differ etween a&At and So the 

ic dose m 

iatric tu~Qr as in an a 

e the sake in a 

~lti~ate~yr 

W t this beams is we re going to need re-clinical 

at at least to ive us a rel arisen of what 

solute, we may 

say I for this tumor, we are oing to need twit 

we do for cm a solute 

os~res ly carry more with them, 

r tive exposur r~as~~ab~e 

gain, to e size that c 

ose may not folio ult 

Phase E or Phase 11 trials. ht now we are face 

with, en, how 102-l it to ave this ata? If 

we truly wait until t con 

ic doseI we are si ly going 

to increase the la time to ~~~t~at~ 

c5Linical trial_s.. 



the future, to a time 

~~ti~u~ biolsgic ose f 

we can. ra 

effort to define Q-xi. 

oin 

exce ively in an 

ults, I: thin 

iatric ent ack further, 

~i~al~yr to come to 

I just want ta bui on what arY d CZint and Stev 

ave but X want to t sis: 

T is no question t 

ar O~iCS f ~r~t~~a~~~~~~s 

ar ointe 

oin to get easier. 

at is inin 

In is c n very nicely dis 

here we can 0 

ave to look to d that more 

Certainly, in Phase I trials we ~o~t~~e~y 

define henotype f and I think ave c-m ellin. 



hy we must start 

e ane clear 

~~t~at~~~ where e are goin 

an e~Qty~e data availa 

ortant2y, 1 t~~~~~ t base I 

will set the sta III clinical 

I thin ere is 

nee 

~et~~~s r 

ot cmlly in ut in P se 17: and TIT, 

stian one, 

will turn it 

c : Oka 

cussion QM 

R. BE EIN: 3: OUl ust li to 

oint that r on" t want to 

wait until 

er ta initi 

re et in soone I in fact, as Eric 

ex~~a~~~~~ before or efore f that 

ace for us to 



dose level at whit 

in ad~~ts~ because at that point we 

at least a dose t at has biolo ical activityr and 

iatric trials 

at that oint $4 wit~~ut even waiti~~ for co~~letio~ of 

t ase I tria uiJd into OUT st 

e fact that, ults are a 

scalate very rapi a few 

OS order to catch u t we "t 

we wan 

ve already een one * 

so 3 WQUld just li e to suggest that 

ns that ena 

to get trials ted in 

t time, ra an. waiti or as 

oul in order to define 

W is truly a biola ~~a~~y-a~t~~~ ose e 

TR : 

eter# 

i&Logical f and earlier 1 uess it 

was E talke about t bio ically-effective ose * 

Frank talked a ~~~~~V~ 

~o~~e~trat~~~. Peter, you talke 



Tt seems li 

reflects sort of t ion in the system* It 

seeds to me if we ere to ick -- this hde 

endence on to me, 

an it gee 

# he PQG 92-75 stu 

here cm escalate 

Q you can 

ut you 

the child is 

so 

ut you re not escalati~ 

ose until the cows 

you ar that the child 

iS ike the i 

fective concentr ran 

ut if we are oing to then we are 

h that. 

I also beams that 1 don't think we can 0 that wit 

ent that co own the ike. 

going to ave to be sehxztive a cmt that8 becsause i: 



x-eat deal of work an 

wit 

at has eit een p 
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an the ane * 

I thin that wi 

very well or the ajority 0 e ave 

that we ave to e very selective in w 

shoLll e with every drug, 

w are at that paint yete 
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For iu~ogics f I think it is a CQ letely 

ifferent story, in my view. I trick the 

itional Pha ation I think may not, 

23 you heard earlier today, may nat ap 

sayin 

not cytutux~c that we 

ecause, c 

or tuxicity may e very diff rent in the 

R. KIR * . I just ask for a 

I: study to Loo 

you see Grade 

or ume other ical. assay, but that your P 

study would gui e you towar toxicit # and that, in 

turn f woul 

. * Do you ~a~~ 

that? ink you were the one -- 

DR. : idn*t -raise it, 

if you ant, I think the intent. is, ~~~~ you see a 
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at was my inter 

Yes t I just want to add, I 

beady I n"t say it, ut it shoul 

cuurse J that if you are using a okcxlar t 

targeted res xicity, you 

have to sto ack off, 

DR. yuu for that 

ust 3 that we 

v-63 a one of it en oin some tUXiCity, 

DR, Twa currents : e is that, in 

teams of the AUC an that a -point, you know, 
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there f s for doing t 

letely with Peter that I think we wi91 e dain 

that has the a riate effect in adult 

ould caution, we 

teve just as 

e first Grade 2 toxici I WQU ~a~t~~~ 

QUX oal isn't to start pe 

a we can. LLickly as 

we can. five or t atie~ts elow the f 

that design, ~~ereas using 

atients closer to the 

in fact, we 

and the that ~eca~se 

t Phase I tri leted so ~~ick~y with 
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to get t-Q that. 

So I think we need to ep our eyes 0x1 the 

rize, an at is tkre nu 

t we can stu 

YeSI I corn, tu an 

ave not e Qtl ta stu 

0 it is a~~~y~ a balance as f;xr as -- it 

is not orrxy co letin ime r ut it is 

makin ion. I "t 

think there is a n ta 

starL CZearly, for so 

in my Q ion, much too late, and t t is when the 

drugs ave been on the market. 

there wil-J. have to be a 





far as it goes with ies, I trick 

i a very i ortant one an 

out at Lunc today. A P e 1 study, letk talk 

about that s 

t rimar jective or pa 

is cme way that we 

ether or not a child is to be -- tcs 

the studyf to receive the txdy drug, t 

to arti~i~ate with the If 

it i a ~~~~~~a~y 0 jective, it is art of a chec 



c : I thin the oint is 

that i the end-puint is t 03.1 are goin 

t 

ca Ql-llY real i z that 

w~ereas~ if K is a 

if you ax-63 real y trying to efine the 

et PK? 1x2 

cenario it is abso utely crucia tu that study. 

Q the study or you 0n"t. 

ase I study. u~viQ~s~y~ one of the 

thing you want to 0 er of 
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and ortunit that a ehil have 

for a thera 

So you. want to t 

osition of a dru ulation, 

e reverences that teve sent out was the 

Q Was an aut 

that about t ed for studying a 

MO ~ati~~ts at the Q you ha 20 to 30 

ients -- this is in the ulation 

0 atients at the 

Now Dr. oyett i Over 

e is rm way to say 



iv-e us a 

er, but 1 can tell. you we do need to 

vacate af being 

th that we 3263 ta ain fram those 

inetic stu e eara use a we ~uve 

0 the Phase II, that we ju cxlc t sacrifice that 

I WQ 8 t disagre wit 

Clintun about the 

ree with the settin say that what we can 

start to da mure of is, a rugs iMt. ~~as~ 

ecially if there is ling strate 

at we can look t the 

well to c lete the nu er that is re 

lly get an i 





a etailed s20 lAAxxature, that the 

iffere~ces in czlearance 

n ten to be ess weep CQrrecte~ 

onft want to co 

and what I am going to s~~~~st is that aps sure of 

e have been to CJU ack an lQQk a 

of the existin ediatric ata for cm 

re pretty well 

cc sores of I?450 for 

ere there are a lot of ata 

ing that nee 

in mi 

to the ent co t oint I am tryi~~ ta 

get at is the f iatric clinica 

y arena maybe 
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ent # er or not they etter correlat 

to thin Y 

or liver mass, that it m ossibl 

ut, a a starting ain, I WQ~~~ 

i ression is that2 the 

ith ram QT otal ba lasso 

an I: thin it is just little it premature t 

ue the Jiver mas at this point in time, until ~~ 

do few mcx-e 

is, we have a uct OX' an a een 

asis? 

te that in terms of the ty e Qf studies and where 

rt in pedi ts me t 

Can you shed some light on that? 

think we are e seein that mire and mcxe 

irh some of these ioLogics. It is not oin to be 
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to be SQme total ose * 

e e Clinton can 

ent OR this as ell, I fin it ver 

just from the cc?nce 

dru into a vo1ume 0 varyin e able t:Q 

any correction over a 

DR. s : so, as you ably know, we 

are faced ith that with 

trial that we are goin C?ne of the 

that I ter 

hat we wiil. do is leave the dose was 

eci dults in mirri e have Corvette it 

dult ta a m 

milligram-per-meter-s dase in chil 

0 wha we will da is e*ve got the ass y up online, 

the first three to five ~at~e~t~ w f U. ~ea~~~e the 



335 

and we wilZ 0 from there. 

Of I mean, that n"t 

chi t t i enrolle 

t t i ow we ared to react to 

ttl ituation. at is one ca 

er thi I ou li to say in 

t can, and 1: t 

allude to it a 

the chi x-en less than t 

one ere to circa e clearance f 

er oes em to 

an the 

c n* 

e very careful w 

c ildren. re n e ame * 

the ittle chi ren, an then you t ve ot t 

as Steve painte 

is in the way t 



e inat Q wefve ot to out 

~ea~f it is 

ion from a ut t l-2 even 

hi the ~~i~~re~f 

gat inf s an then those inds of 

so J -v-en lTx3re 

ut we have to ~u~~i~er that. 

c s m a 

If I coul ~Q~~e~t 

that es back 

t e closer t ren -- for 

f 2% ast- rty, G ces ar en 

you look at -- let me back u it 

G et som insi 5, r exa f fr es 

curves -- we (x3_ ave a~~e~~ to the 

growth chart 

flatten out a ere t re ar 

cl? es with age. 

he area rowt 

out i after 6 i 

e ult dose, 

t dose on -- for 
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index you wis -- in a 

efare tha oint, 

~~ff~~~~~~ ~~~ta~~~y the most 

WOUl robably be th irst ear of ef .I think 

it i sue 

ta ict what the a t to e in 

ta an effectiv 

toxic, or in that age range. 

I m "3 

* 

we haven" t consi in rhi ave very 

QU G 

certainiy t 

the ein 

0 the bioav 

ca 

atever it is, is QiE 

0 that is anot 

ation 

ment may be n 

c a * I think e have 
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ane So this is the 

data * 

are oin 

iz t YQU ave 

si stated in 

forth, i the ame 



at w nee nat att 

Phase 

ran ize trial i 

alon these 1 ine 

Steve, one of your 0 ~Q~~e~t~ 

bou hen the rule would b 

correctly, you sai 

waiver e 

~tQ~ati~ waiver 

t WQU tQ iatric 

that ane car, 

envision that 

tran uction in itor hat * 

prostate, an ignal 

learn is a rel.evant 

a aiver i then we wi.Ll QQMe in that 



sit~atiu~* 

0 maybe it there an 

DR. ell f eter, 

ank you fur t the 

vice you propos ere is at least subsist ith 

inking on t:he 

In terms 0 ef I.1 ake th 

c cer imin 

sent a ift, if Qne 

ine e i~~i~atiu~ as* we'l.1, Yf 

sta xostate cant ~~~~a~t~~~ 

at t if One 

i the ~~~~~at~~~ as 

_ ndent on a certain have 

then the tric could 

hen th ru1_e was fir 

f Qr didn"t tools to mak 

t coul, e 

noses Qx- 

evolve s the science has a hat w 
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nee WQU e a very firm scientific sis to make 

that ~~t~~s~~~~ ut if there wa firm s~ie~ti~i~ 

asis to ma e that extensio 

think the rule caul 

ur if he would 

add scme co 

W t we m 

WEKlt as to su arte ecaus 

is i a mandate. ? 0 it is not 

f s not like, 11 you please tudy this 

is 

tudy t 

So, as eve ~e~tiu~e~f it weal 

of sea change, w~~~~ the 

ncolo in 

an eneral scientific a~~~~~ e that 

the ntities th 

~lat~u~s with t 

t couldn" t efre 

drug that has over Ii.0 

nd, refore, we are then ake tli1e 

CQ 
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t in diatric 

ex ss that. 

and a that has 

i ication that we 

a in an WOUll_ a scientific 

ation that is well-acce y th ~Q~~~~ity* 

c e * 

t t in term of my QW~ eetive is I: t 

WQ Waft ata 

c ran one or ana 

t as an effic 

rt 

e tion e trie ram 

to the other, s to Zook at 

iffere~t 

Ei.fHYj ay be imiiar t same of the PK 

P ion are very si ilar in term iseases f 

in erms of the I e effi~a~y 

e the same, may be some minor 
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erences in afety that also 54~3~2. e a part of 

* . I 

co ent, that is a major ~~~~er~ not 

t in Q~~~l~gyf a~rUSS 11 of 

cut ic deve 

tha e are gettin saf ata, that 

sQ~et~i~g could 

eter, one other oint : e hav 

ram, an i~~e~tive for those 

~ir~~~sta~~es WOUL like to e~~Q~rage 

ment ut we an”t 

* 

in general e y we have found 

eel?& 

c : 

in terms of 

the lo f then 

i~fur~atiQ~ WOUl 0x-t a 

im fur ehil ositior?, 
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ould e that, 

that you are targetin 

and that in s also in G ren, 

at you would e satne ~e~~~~~~~~~~ 

WOUl indicate 

wQ~~~~ft you? 

D LD: 

een ro i iatric the issue of 

xtr efficacy firr S, 3 thin m 

ich 

might e acce le. a 

regulatory ~e~~~~e~e~t _icacy stu 

the i~itiQ~ -- an 

guess over in that ccxner -- that Eficacy 

ich is ned to esta~lis the 

effic jlX3t trate an 

I think 

coul 

ut I 

Yes f a.21 ree 

witkr teve e Letfs take a s ecific exa 

ere eal ing ith 
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stu and rQve the effic and 

ian of a dru r0-v hat e woul e 

Xoa for, 

clinical e~efit f since the 

E?EkSt? Wi.Xd. uite imilar in 

childhoad ~Q~~lati~~ -- and correct me if I WX-Q-L-3 

ince T am not a pe 

ro ly WQ~l~ dCCe 

1 atar ince it ifficult t;o 

0 ase III ria in t 

Here f ain, hQW 

c rt le we re t 

ases f ut we donf t waft to ~1atQry Qr 

ensure in this r 

a kin bri cease II a 

here I that YQM 

for trie p 

1 at nd-point uch a 

t articular isease, baling the 

cmse was 

s . * ~~a~~s for a 



~~~~~~~~ati~~~ 

ents or ~~~st~~~s~ 

DR. FINKL . . bestirs is either 

to ich or to s eetin 

ult and 

n fact, was on 

in, 

Y er the inc 

ra WOU aniea 

way of 

ing 

ricer, far exa nal, could 

t WOU u I am 

suing it, an i oint of view, 

* 

n"t uir any ult 

t~~~r and a ediatric e. In fact, irhir? ti-le 

i ave dult indiG hit W~~~ 

apxxxw in one ivision, in on -A. isease rea, an the 

iatric indic ied is in a 

letely different area. 0 there' MO need or a 
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DR. 

the use of Phase XI here eca~se your intent in -- 

. P UR: Let me clarify that. 

Yes. 
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ases -- an link Q how 

e eel et~ee~ the isease and t 

nd in t 

ant 

QnSQr and t e clinical trial, 

elieve isea Cr.3 

te Phase IIS with a 

Cf.3 rl -j( II 

atients may not 
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R. I waul. 

t thin 

snl in patients wit the eve 

the establish 

e YOU oujl nt to make note or 

an to be x-ea etting the sake 

DR. ut I earn un 

y but for ca oil are 

t responses * 0 that" not going to I.r 

an issue. 

kay, lx? 

this on 

Q the third uestion is ~e~e~a~t to mono- 

therapy versus CQ ination thera at is, gfi:f a 



o be used s part of a 

CQ ination, are 

types of e 

i iating the CQ ination 

eter? 

DR. are 

~a~~~t erform a I think. t 

tha e m f th 

to have use ut 3: thi one 

con er a single- ent i~~~~* and Let me ex 

boat I mean y that. oxze tarts with a new 

cute t~xicity~ ine ome 

co i~ati~~~ 

a ccuple 0 wit 

you I hicb is ere we have taken this ap 

lis 
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e first d y of the first cycl 

hera atient received Cere sin 

a~e~t to ~eter~i~e its e ~xicity~ its acut 

ity, as well as t Then 

it was ~~~~~~at~~y fol in da 

first cycle the co ion 0 

tered at the time 



ays the 

use to the co ome 

I in cas 

unctian wit ent that 

activity s a single 



So we have ad this i e~iatrics, 

have done it in situations een # 

a~~t~~t is 

n e either antic2 0nXy acut h3XiCiCi 

iolo of the dr actir=rn 

rior 0 CQ 

urin i 

ju 

enefit f 

iatric 

s : nt tct e 

on that.. at the intent dy 

u want I re-clinically or from 

urn other d 

if 

that i 

out the ages,t that one i talkin what 

one WS that agent a riori 
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How oes one BLEW 

at the agent has no activity~ her 

in, activity an activi ; one cou 

s~u~se rate for a cyto 

rug v 

just to say, well, oes 

not rate, one Q 

on e sin eat ctivity OUJ 

c a * ree with you.” 

it is very di 

a little bit ea 

re face 

issu at you really day not know if 

agent ive over a pro time you do g 

so I t 

hav to rely v 

clinical ata an what ata yau may iscern from 



ore you 

Frank? 

ent, was 

hen. on a seam iven 

t~i~~ I ~~fi~~~ty oin 

e of trial in pe 

ea s-v idly 

if not given ctive ther 0 v-en 

y alon y a cycle later 

ent is a if ficult rial. sign 

ertake in OUT 

efficacy s n for t 

c e a 
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